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1. «Mexanizamu GopMyBaHHS €KCIIEPMMEHTAJILHOTO aJIEPTiYHOr0 ajIbBEOJIiTy Ta MAPOJOHTUTY Ta iX KOpeklist L-

aprigiHom».

2. «Mechanisms of formation of experimental allergic alveolitis and periodontitis and their correction with L-
arginine».

Pedepar:
1. Y pucepraliiiHiil po60Ti HaBe[leHO TEOPETUYHE y3araJbHEHHS Ta HOBE BUPIII€HHSI HAYKOBOTO 3aBIAHH, sIKe

IOJISITA€ Y BCTAHOBJIEHHI AaTOPi3i00riYHMX OCOOIMBOCTEN 3MiH IIOKA3HUKIB CUCTEMU OKCUJY 30Ty, IPOLECIB

BiZIbHOPAJIMKAJIbHOI'O OKMCJIEHHS Ta aHTUOKCHUIAHTHOTO 3aXKUCTY, MapKepiB LIUTOKIHOBOT'O CTATyCy, iMyHHO]

CHCTEMH B KPOBI i JIETEHAX Y ITATOTE€HE31 PO3BUTKY €KCIIEPUMEHTAJIBHOTO aJIEPTiYHOrO ajbBEOJIITY ACOLiHOBAaHOrO 3

€KCIIEPMMEHTAIbHUM NaPOJOHTUTOM. EKCIlepyuMeHTasIbHO OOI'PYHTOBAHO AOLIBHICTD iX KOPEKLii 33 JOIIOMOr 010
L-apriHiny. 1. Y MexaHi3Max pO3BUTKY €KCIIEPUMEHTAJILHOTO aJIEPTiYHOrO aJbBEOJIITY aCOLIIOBAHOTO 3

MapOJOHTUTOM B2KJIUBY POJIb BiZlirpaloTh 3HAYHi NOPYLIEHHS TOKA3HUKIB CUCTEMHU OKCUZY a30TYy, SIKi



CIIOCTEPIraloThCs Ha YCixX eTanax ix ¢OpMyBaHHS 3 IOCSATHEHHSIM MaKCUMaJbHUX BEJIMYMH Ha 24-y 100y
eKCIIEpPUMEHTY, a caMe 3pOCTa€ BMICT CTabiIbHMUX MeTabOoJIiTiB OKCULy a30Ty i CyMapHOi aKTUBHOCTI CUHTa3U
OKCHJy a30Ty BianosigHo Ha 110,0% (P<0,05) i 133,3% (P<0,05) Ta 3HMXyeTbCsl piBeHb L-apriniHy B JiereHsx Ha
70,0% (P<0,05) y nopiBHSIHHI 3 TPYIOI0 iHTAaKTHUX TBapuUH. 2. B nrHaMili popMyBaHHS €KCIIepUMEHTaIbHOTO
QJIEPriYHOrO aJbBEOJIITY, O ITOENHAHUN 3 IAPOLOHTUTOM BiJI3HAYAETHCS AKTUBALLiS IIPOLIECIB IEPEKUCHOTO
OKHCJIEHHS! JIiMliZliB — MiBUIIIEHHS BMICTY Ji€eHOBUX KOH'IOraTiB i MaJIOHOBOTO [liaJIberifly B JIer€HsX BiJIIOBiIHO Ha
76,6% (P<0,05) i 82,0% (P<0,05) Ha Txi npurHidyeHHs, K GepMeHTaTUBHOI TaK i HepepMeHTaTUBHOI JIAaHOK
AHTUOKCUJAHTHOTO 3aXUCTY — 3HWKEHHS aKTUBHOCTI CYIIEPOKCUIIMCMYTa3H, KaTala3u, BMIiCTy LiepyJIOIIa3MiHy
BignosigHO Ha 39,8% (P<0,05), 40,8% (P<0,05), 47,4% (P<0,05) 3 Hai16i/1b111010 BUpPaXXEHICTIO Ha 24~y 100y
€KCIIEPUMEHTY IIPOTH KOHTPOJIbHOI IPYIIX TBAPVH, 110 MOXKHA OXapaKTEPU3YBATHU SK IIPOSIB OKCULAHTHOIO CTPECY
Ta i3 3aJIy4EHHSIM y IATOJIOTIYHUI NIPOLEC JIMiAHMX MEXaHi3MiB IOMKOXEHHS KIiTHH. 3. MaHidecTais
€KCIIEPMMEHTAJIBHOTO aJIEPTiYHOrO aJIbBEOJITY Ta IAPOJOHTUTY Ha yCiX €Tanax CBOrO PO3BUTKY 3YMOBJIIOE
IycbanaHc LIUTOKIHOBOrO npodisio 3 nepesaroo Ha 14-y i 24-y 106U eKCIIepUMEHTY, 110 IIPOSIBISIETHCS
IiABUILEHHSIM BMICTy hakTOpa HEKpO3y IyxJIMH -anbda Ta iHTepJelKiny- 6 BinnosigHo Ha 83,8% (P<0,05), 89,2%
(P<0,05) Ta 68,4% (P<0,05), 71,9% (P<0,05) y noenHaHHi 3i 3HIKEHHSIM KOHLIEHTpallii inTepelikiny 10 y KpoBi
BiAnoBinHO Ha 43,2% (P<0,05) Ta 44,3% (P<0,05) npoTtu nepiuoi rpynu TBapyH, 10 CBiYMIIO PO UTOKIH-
OIIOCEPENKOBAHE YPaKEHHS TKAHUHHUX CTPYKTYP OPraHiB Ta NOCUJIEHHS B HUX NTATOIMYHHOTO IIPOLIECY i IX y4acTb B
MexaHi3Max (POPMYBaHHS LIMX €KCIIEPUMEHTAIbHUX MOZEJEN XBOPOO. 4. BcTaHOBJIEHO, IO B IUHaMiui (4-a, 7-a, 14-
a 1061) PO3BUTKY €KCIIEPUMEHTAJIbHOTO aJIEPTiYHOT0 aJIbBEOJIITY aCOLiI0BAaHOTO 3 IAPOJLOHTUTOM BilOYBaIOThCS
IIOMITHI OPYyIIEHHs IMyHHOTO TOMEOCTasy (3 IIepeBaroo Ha 24-y 106y eKCIIEPUMEHTY), sIKe CYIIPOBOMKY€ETbCSI
IIPUTHIYEHHSM KJIITUHHOI (3HIXeHHAM BMicTy T-nimdouurtis Ha 40,8% (P<0,05) Ta cTUMYy L€l T'yMOpaabHOi
JIAHOK iMyHIiTeTy (IiABULIEHHIM PiBHS B-71iM(OLNTIB i HUPKyII0I0YMX iIMyHHMX KOMILJIEKCIB y KPOBI BiZIlTOBiIHO Ha
84,0% (P<0,05) i 70,2% (P<0,05) mpoTu KOHTPOJIIO, 110 BKa3y€e Ha HAasIBHICTh IATOTE€HHOT'O BILJIUBY
iMYHOKOMIIJIEKCHOTO M€XaHi3My IIOUMIKOIKEeHHS KJIITHH. 5. BUKopucTaHHs npemnapary L-apridiHy TBapuHaM 3
JIiKyBaJIbHOIO METOI0 IPU3BOAUIIO 40 aHTMOKCUIAHTHOIO, LUTOKIHO- i IMyHOKOPUTYIOYOTO BILJIMBY Ha NOPYLIEH]
MapKepHu MeTabosiyHuX | IMyHHUX IPOLIECiB — 3HMKEHHS BMICTY [IiEHOBMX KOH'IOTATiB, MaJIOHOBOT'O JiaybIEeTiny,
cTabinpHUX MeTaboditiB NO, cymapHoi aktuBHOCTI NO cunTtasu, ®HII-o, IL-6, B-nimdouurtis i LIK Ta ninsuineHHs
piBus T-nim¢ouuris, L-aprininy, aktuHocti CO/JI, KT, L1, IL-10 B KpoBi i 1ereHsx Ha 24-y 100y PO3BUTKY
€KCIIEPMMEHTAJIBHOTO aJIEPTiYHOrO aJIbBEOJITY 3 MAPOLOHTATOM BiJHOCHO I'PYNY TBAaPHH, SKi He MifgaBajIucs

BILJIMBY L[bOTO JIIKAPCHKOTI'O CEPEIHUKA.

2. The dissertation offers a theoretical generalization and a new solution to the scientific problem, which consists
in establishing the pathophysiological peculiarities of changes in the indicators of the nitric oxide system, the
processes of free radical oxidation and antioxidant protection, markers of cytokine status, the immune system in
the blood and lungs in the pathogenesis of the of experimental allergic alveolitis development associated with
experimental periodontitis. The expediency of their correction with the help of L-arginine was experimentally
substantiated.l. In the mechanisms of development of experimental allergic alveolitis associated with periodontitis
significant violations of the indicators of the nitric oxide system plays an important role which are observed at all
stages of their formation with the achievement of maximum values on the 24th day of the experiment, namely, the
content of stable metabolites of nitric oxide and total activity increases nitric oxide synthase by 110.0% (P<0.05)
and 133.3% (P<0.05), respectively, and the level of L-arginine in the lungs decreases by 70.0% (P<0.05) in
comparison with a group of intact animals.2. In the dynamics of experimental allergic alveolitis formation
combined with periodontitis the activation of lipid peroxidation processes is noted - an increase in the content of
diene conjugates and malondialdehyde in the lungs by 76.6% (P<0.05) and 82.0% ( P<0.05) against the background
of suppression of both enzymatic and non-enzymatic links of antioxidant protection - a decrease in the activity of
superoxide dismutase, catalase, ceruloplasmin content by 39.8% (P<0.05), 40.8% (P<0, 05), 47.4% (P<0.05) with the
greatest severity on the 24th day of the experiment against the control group of animals, which can be
characterized as a manifestation of oxidant stress and with the involvement of lipid mechanisms of cell damage in
the pathological process.3. The manifestation of experimental allergic alveolitis and periodontitis at all stages of its



development leads to an imbalance of the cytokine profile with an predominance on the 14th and 24th days of the
experiment, which is manifested by an increase in the content of tumor necrosis factor-alpha and interleukin-6,
respectively, by 83.8% ( P<0.05), 89.2% (P<0.05) and 68.4% (P<0.05), 71.9% (P<0.05) in combination with a decrease
in the concentration of interleukin -10 in blood, respectively, by 43.2% (P<0.05) and 44.3% (P<0.05) against the first
group of animals, which indicated cytokine-mediated damage of tissue structures of organs and strengthening of
the pathoimmune process in them and their participation in the mechanisms of formation of these experimental
disease models.4. It was established that in the dynamics (4th, 7th, 14th days) of the development of experimental
allergic alveolitis associated with periodontitis there are noticeable disturbances in immune homeostasis (with an
advantage on the 24th day of the experiment), which is accompanied by suppression of cellular (decrease content
of T-lymphocytes by 40.8% (P<0.05)) and stimulation of the humoral link of immunity (by increasing the level of B-
lymphocytes and circulating immune complexes in the blood by 84.0% (P<0.05) and 70.2 % (P<0.05)) against the
control, which indicates the presence of a pathogenic effect of the immune complex mechanism of cell damage.5.
The use of L-arginine in animals for therapeutic purposes led to an antioxidant, cytokine- and immunocorrective
effect on disturbed markers of metabolic and immune processes - a decrease in the content of diene conjugates,
malondialdehyde, stable metabolites of NO, the total activity of NO synthase, TNF-o, IL-6, B-lymphocytes and CYC
and increased levels of T-lymphocytes, L-arginine, activity of SOD, CT, CP, IL-10 in blood and lungs on the 24th
day of the development of experimental allergic alveolitis with periodontitis relative to a group of animals, which
were not exposed to this drug.
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OxopoHHi gokymeHTH Ha OIIIB:

HaykoBi BigKpuTTs
Ynepuie 3'scoBani naTodizionoriyHi 0co61MBOCTI 3MiH CUCTEMU OKCUAY a30Ty, IIPOLECIB ylinonepokcuanii ta
AHTUOKCHUJIAHTHOTO 3aXUCTY, LUTOKIHOBOTIO MIPOQIisio, 'yMOPaJbHOIO Ta KJIITUHHOTO iMYHITETY B KPOBI i
JIETEHSX Ta JOBEMEHa iX poJib Ta aKTUBHA Y4aCTh B MEXaHi3Max PO3BUTKY €KCIIE€PUMEHTAIbHOTO aJIepriyHOro
QJIbBEOJIITY [IOEHAHOIO 3 IAPOJOHTUTOM. YIIEPIIE BCTAHOBJIEHO, L0 €KCIIEPUMEHTAJIbHUI aJIEPTiYHUN
aJIbBEOJIIT aCOLiOBaHUM 3 TAPOJAOHTUTOM B AMHAMILI €KCIIEPUMEHTATIbHOTO MOIEJIIOBAHHS CIIPUYMHSIE
NOpYIIEHHs 6allaHCy B CUCTEMI OKCUAY a30Ty, a caMe IiIBUIIEHHS BMICTy CTabiIbHUX METaboJIiTiB OKCUIY
a30Ty Ta cyMapHoi akTuBHOCTI NO crHTa3 Ha (pOHi 3HM>KEHHS piBHS L-apriHiHy B roMOreHari jiereHeBoi
TKAQHMHU 3 JOCSITHEHHSIM MaKCUMaJIbHUX BEJIMYMH Ha 14-y i 24-y 1061 eKCIIEPUMEHTY. YIieplie BUSBIIEHO, 10
HAa YCiX CTafisIX €KCIIEPUMEHTAIbHOI MOZIEJIi aJIEPTiYHOro aIbBEOJITY [IOEQHAHOTO 3 IAPOJOHTUTOM
BiZIOyBaeThCsl MOETaNHE IOCUJIEHHS IIPOLIECIB JIiNONepOKCU ALl Ha TJIi BUCHAKEHHS, 1K (epMEHTAaTUBHOI TaK i
He(EepMEHTATUBHO] JIJaHOK aHTMOKCUIAHTHOTO 3aXMCTY 3 PO3BUTKOM OKCHUJAHTHOTO CTPECY 3 IIEPEBAroo Ha
14-y i 24~y nobu ekcriepuMeHTy. Yrepliie II0Ka3aHo, 110 aCOLiOBaHUI eKCIIePUMEHTAaIbHUN aJlepridHui
aJIbBEOJIT 3 IapOJAOHTUTOM CYNPOBOKYETHCS [IOMITHUM JIMCcOalaHCOM LIUTOKIHIB, @ caMme MiJBUIIEHHSIM
[Ipo3anajbHUX LIUTOKIHIB Ha TJIi 3HWKEHHS IIPOTU3arajabHOro LUTOKIHY 4K Y PaHHIN Tak y Mi3Hii iX nepiogu
PO3BUTKY 3 Hai161/IbIIMM CTyIIEHEM BUPXKEHHS Ha 24-y 100y €KCIIepUMEHTY. YIieplle BUSHAYE€HO, 110
BIIPOJIOBX YCiX €TaliB PO3BUTKY €KCIIEPUMEHTAJILHOTO aJIEPTIYHOTO aJIbBEOJITY i IApOIOHTUTY
CIIOCTepirasocs NopymeHHs iMyHHOI CUCTEMH, K€ CYIIPOBOJKYBAJIOCS IENPECI€0 KIITUHHOI iIMyHHOI
BiATIOBIJli Ta aKTMBAlli€l0 TyMOPAJIbHOTO IMYHITETY 3 TOMiHYBaHHSM Ha 14-y i 24-y 1061 €eKCIIEPUMEHTY.
Ynepine noBeieHO, aHTUOKCUIAHTHY, iIMyHHO- 1 HTUTOKIHKOPUIYIOUY Ail0 L-apriHiHy Ha OpyLIeHi IOKa3HUKU

MeTaboJliYHUX 1 IMyHHUX NIPOLECIB 32 YMOB PO3BUTKY [10€JHAHOIO aJIEPriYHOr0 aJIbBEOJIiTYy i TapOJOHTHUTY.
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JonaTkoBa iHdopmanist:

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘IHO'l' OCOOHM: JIbBiBCbKUI HAI[IOHATLHUI MEIUIHUIA yHiBepcuTeT iMeHi

Hanuna 'aauibKoro

Kopg 3a €IPIIOY: 02010793

MicneSHaXO;DKeHHﬂ: ByJ. [lekapchka, 6yz. 69, JIbBiB, 79010, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂ: MiHicTepCTBO OXOPOHHU 3/10POB 51 YKpaiHu

InenTudikarop ROR:

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Hemem Okcana Map'sHiBHa

2. Oksana Nemesh

KBasigikamis: k. men, H., go,, 14.01.22
InenTudikarop ORCID ID: 0000-0002-1768-8281
JonmaTkoBa iHdopmarist:

IloBHe HafIMeHyBaHHﬂ IOpI/I,uH‘IHO'l' 0COOHM: JIbBiBCbKUI HAI[IOHATbHUI MEIUIHUIA yHiBepcuTeT imeHi

Hanuna 'aaubKoro

Kopg 3a €IPIIOY: 02010793

MicneSHaxo,erCHHﬂ: ByJ. [lekapchka, 6yz. 69, JIbsiB, 79010, Ykpaina
dopma BiracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

VIII. 3aKkJII04Hi BiZmoMOCTi
BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI Yyxpait Harazig JIbBiBHa

TOJIOBH pajgu

BaacHe IlpizBume Im's ITo-6aTbKOBI Hyxpa#t Hataznis JibsiBHa

rOJIOBYIOYOTO Ha 3acCiiaHHi

BigmoBimanbHuMil 3a MiArOTOBKY ConbBap 3opsHa JlioGomupisHa

00JIIKOBHX JOKYMEHTIB

Peectpartop YkpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

JisiIbHOCTI




